Background: Systemic Lupus Erythematosus (SLE) is an autoimmune disease which impairs the quality of life. The objective of study was to evaluate the effectiveness of Brief Group Psychoanalytic Psychotherapy to improve quality of life, depression, anxiety and coping strategies in SLE patients. Methods: In a randomized clinical trial, 80 female SLE patients were allocated into two groups: therapy group (n = 37) and control group (n = 43). Therapy group (TG) attended weekly psychotherapy sessions for 20 weeks; control group (CG) remained on a waiting list. Both groups received standard medical care. Questionnaires and scales were applied by blinded evaluators at baseline (T1) and after 20 weeks (T2): Socioeconomic Status, SLE International Collaborating Clinic/American College of Rheumatology-Damage Index, SLE International Disease Activity, SLE Specific Symptom Checklist, SLE Quality of life, Hospital Anxiety Depression Scale, Coping Strategies Inventory. Intent to treat intra-and inter-group analysis was performed for all variables in T1 and T2 using Qui-square, t-Student, Mann-Whitney and Wilcoxon tests. Analysis of Variance was used to compare categorical variables over time. P < 0.05 was considered significant.
Background
Systemic lupus erythematosus (SLE) is an autoimmune disease that can affect several organs and systems. It is more prevalent in females, mainly in the reproductive period of life and has a multifactorial etiology highlighting genetic predisposition, hormonal, environmental and possible infectious factors [1] .
The connection between the limbic system, hypothalamicpituitary-adrenal (HPA) axis and autonomous nervous system has the function to restore body baseline status after exposition to physical or psychological stress [2] . Some authors evaluated the influence of stress as one of the causal factors of SLE and also as a trigger of disease flares [3, 4] .
Quality of life (QOL) is considered as being healthy, feeling good and being independent and able to work, according to SLE patient reports [5] . SLE patients have poorer functional status than the general population because specific manifestations of SLE that may decrease quality of life [6, 7] . Feeling of uncertainty about illness, pain and fatigue are important experiences in SLE patients [8] , while illness intrusiveness is a stressor that affects QOL [9] .
Besides poor QOL in SLE patients, recent studies around the world have shown that anxiety and depression are common symptoms in SLE population. In a systematic review, Palagini et al. found a high variability in the prevalence of depressive disorders in SLE (17-75%) [10] . The incidence of depression in SLE in the Hopkins Lupus Cohort was 29.7 episodes per 1000 person-years [11] . Neuropsychiatric (NP) manifestations occurred in 47.2% and mood disorders in 12.7%, with 38.3% of them attributed to SLE [12] . Ayache and Costa observed prevalence of depression in 65% of SLE patients in Brazil [13] .
Coping concept contains a set of strategies to manage stress, reducing its aversive characteristics and increasing the perception of personal control [14] . The development of coping skills to face SLE disease is very important because manifestations of pain and fatigue besides affections in skin and vital organs are stressful events in patient's lives [8, 9] . Coping in SLE patients is usually more passive, with the predominance of acceptance strategies [15] .
Haija and Shultz had pointed the necessity of an alternative approach to get more adherence to medical treatment in SLE [16] and psychotherapy has been used to supplement clinical care in several diseases, including cancer [17] . There are few studies evaluating the effectiveness of psychotherapy on autoimmune diseases. These studies have shown improvement in coping, quality of life, depression, anxiety, relationship, self-esteem and general health by psychotherapy and psychosocial support in SLE patients [18] [19] [20] . However they presented some weakness like small sample sizes [19, 20] , lack of randomization [19] and positive results only in a few domains [18] .
The psychotherapy approach performed in our study comes from psychoanalysis, introduced by Freud to alleviate psychic suffering [21] [22] [23] . This approach has been modified over time, in relation to the time of analysis (brief duration), number of participants (group therapy) and different types of diseases began to be treated [24] [25] [26] . After Alexander's contributions to psychosomatic medicine [27] , Pierre Marty developed an influential psychoanalytic theory based on the concept of mentalization which characterizes the psychosomatic functioning [28] . This concept is similar to alexithymia [29] and patients have difficult to express emotions and deal with them. To these patients, the therapy needs to be more directive, only once a week, face-to-face to access body expression, nominate their feelings and unload instinctual excitations [30] .
In the Psychiatric Department of Escola Paulista de Medicina, Universidade Federal de São Paulo, group psychotherapy has been performed to treat somatoform disorders, adapting the psychoanalytic setting to these patients with good results [31, 32] . We consider that this approach could also help patients with autoimmune diseases.
Until now, there are no studies in Latin America applying psychotherapy techniques in SLE patients. The objective of this study was to evaluate the effectiveness of brief group psychoanalytic psychotherapy (BGPP) to improve quality of life, anxiety, depression and coping skills in Brazilian SLE patients.
Patients and methods
A controlled, randomized clinical trial was registered at clinicaltrials.gov (number NCT01840709).
Participants
Patients were recruited from the Autoimmune Rheumatic Disease outpatient clinic of University Hospital through posters affixed on the outpatient clinic. One hundred and five patients declared interest, however 25 dropped out due to difficulty to fulfill the protocol or presented exclusion criteria. Therefore, a total of 80 female SLE patients were enrolled in the study. Patients were randomized by computer table, receiving an assigned number from 1 to 80 and the secretary informed patients to which group they had been allocated. All patients answered the questionnaires at baseline and after 20 weeks, under the supervision of blind evaluators. The physicians involved in the clinical evaluations were also blinded to the patient allocation group.
Inclusion criteria were: female gender, fulfill American College of Rheumatology (ACR) SLE classification criteria [33] , age over 18 years and follow-up at the institution for at least 6 months. All patients signed a consent form approved by the institutional ethics committee (protocol 1655/09).
Exclusion criteria were: illiterate, presence of severe mental diseases (severe cognitive deficit, schizophrenia, bipolar disorder, severe depression), physical conditions that could preclude their weekly participation and patients who were receiving psychological treatment or were participating in other protocols.
Inclusion and exclusion criteria were evaluated by the rheumatologists based on patient's current data and medical records. Only one patient (TG) had a history of psychological treatment many years prior.
The therapy group (TG n = 37) was divided into four subgroups, with a maximum of ten patients, according to each patient's preferred schedule (one of four options offered) for psychotherapy attendance. Control group (CG n = 43) remained on a waiting list, only receiving standard medical care according to outpatient clinic schedule. The TG was also continuing to receive usual medical treatment throughout the study.
Four patients dropped out of the study (two on CG and two on TG). In CG, one patient died due to SLE activity and one patient was lost to follow-up. In TG, two patients dropped out of the group, reporting difficulty to participate in the weekly meeting. All patients attended at least 15 of 20 sessions (75%), except the two dropouts on TG.
Assessment instruments
Most of the following questionnaires and scales were self-applied with supervision of blinded assessors for some patients with low educational level and difficulty to understand the questions. The clinical evaluations were performed during the medical appointment. Religion and race were self-nominated. All instruments were validated and adapted to the Portuguese language and were applied at baseline (T1) and after 20 weeks (T2), except SLICC score that was applied only at baseline.
1 -ABIPEME Criteria (Associação Brasileira de Institutos de Pesquisa de Mercado) -Socioeconomic questionnaire [34] .
The education (years of study) and socioeconomic classification (comfort items at home) are presented in categories.
-SLICC/ACR-DI (Systemic Lupus International
Collaborating Clinic /American College of Rheumatology -Damage Index) [35] .
A measure of the irreversible SLE damage index, present for at least 6 months, evaluating 12 organic systems and calculated by a physician.
-SLEDAI (Systemic Lupus Erythematosus
International Disease Activity) [36] .
A measure of the activity of the disease, scoring each variable of the affected system, evaluated by a physician.
-SLE-SSC (Systemic Lupus Erythematosus Specific
Symptom Checklist) [37, 38] .
A self-related SLE symptom checklist with 38 items evaluating the presence and intensity of several symptoms in the last 30 days. Higher scores indicate worse results.
-SLEQOL (Systemic Lupus Erythematosus Quality
of Life) [37, 39] .
A self-related questionnaire with 40 items in 6 domains evaluating the SLE quality of life. The score of each item varies from 0 to 7 and higher scores correspond to poorer quality of life.
6 -HADS (Hospital Anxiety and Depression Scale) [40, 41] .
A self-administered questionnaire evaluating the domains of anxiety and depression (7 questions by domain). Higher scores indicate higher severity of symptoms.
7 -CSI (Coping Strategies Inventory) [42, 43] .
A self-applied questionnaire evaluating coping strategies to deal stressful events with 66 items in 8 domains. Each item can be scored from 0 to 3. It can measure mature coping, escape/avoidance and aggressiveness strategies.
Intervention
Intervention was performed in 90-min sessions once a week for 20 weeks for each subgroup. The psychological technique (BGPP) was a short-term (20 weeks) therapy derived from psychoanalysis, which is based in longterm therapy that has been used in the Psychiatric Department of Escola Paulista de Medicina, Universidade Federal de Sao Paulo to treat psychosomatic patients [31, 32] . This technique works according to Marty's model at the Paris School of Psychosomatics [30] and is similar to supportive expressive treatment [44] and to brief dynamic psychotherapy [45] , but applied without a manual. The same facilitators managed all the subgroups in this study to guarantee standardization of treatment.
The sessions were organized to achieve the objective to improve the quality of life, coping strategies and emotional balance by the discussion of elected topics. The group dynamic was free to enable the emergence of important emotional contents, promoting personal integration and increasing relationships in the group. Coping strategies against life stressors, mainly the disease, were trained during the process. All patients in TG did an evaluation about their experience in the group at the end of study. A therapist, an experienced psychologist in this approach (CTMC) and a co-therapist (IMM), who is also a rheumatologist, conducted the intervention. The therapist coordinated and treated the group. The cotherapist was an observer and recorded the group dialogues, behaviors and emotional expressions. A psychoeducational intervention to clarify patients' doubts about the disease was included in the last session.
Statistical analysis
The sample size (80 patients) was calculated considering SLEQOL questionnaire, with power of 80%, significance level of 5% and standard deviation of total SLEQOL of 52 points [37] , assuming as significant difference between groups equal to 35 points.
Intra-and inter-group analysis was performed at baseline (T1) and after 20 weeks (T2). Descriptive statistics were used for sample characterization. The proportion of categorical variables was compared using Chi-square test. To compare quantitative variables between groups t-Student test was used for those with normal distribution and Mann-Whitney or Wilcoxon test for non-normal distribution. Analysis of variance (ANOVA) test was used to compare categorical variables over time (medication). Medians (minimum-maximum) and means (standard deviation) were used to analyze the data with no normal and normal distribution, respectively. Intent to treat statistical analysis was performed. Statistical Package for the Social Sciences (SPSS), version 17.0 (Chicago, USA) was used for all statistical analysis. P < 0.05 was considered significant.
Results
Demographic and socioeconomic data, SLICC/ACR-DI score and medication of 80 SLE patients are shown in Table 1 . At baseline, there was no difference concerning age, disease duration, race, years of education, economic class and religion between CG and TG. At baseline, the medications used to control lupus and neuropsychiatric symptoms were similar between groups, with a mean prednisone dosage of 10.38 mg/day. These medications did not vary significantly during the study (data not shown). In general, the SLICC/ACR-DI score was low, without difference between groups ( Table 1 ). The SLE-DAI scores were also homogeneous in either the intraor inter-groups analysis. Even if a few patients had presented highly active disease in both groups, the mean level of disease activity was low and comparable between TG and CG at baseline and at the end of the study (Table 2) .
At baseline, both groups were comparable concerning SLE-SSC scores, but TG patients showed significant reduction on frequency and intensity of self-related symptoms after psychotherapy, making the score lower in TG than CG at T2 (p < 0.001) ( Table 3) .
At T2 we observed improvement in the quality of life in TG, by positive changes in five of six domains of SLE-QOL scores (occupational activity, symptoms, treatment, humor and self-image) and in the total score (p < 0.001), with significant difference comparing with the CG (Table 4) .
TG patients showed a significant reduction on anxiety (p = 0.019) and depression (p = 0.022) levels at T2, which was not observed in CG, highlighting a significant difference between groups at end of study (Table 5) .
Concerning CSI, the inter-group analysis at T2 showed significant difference in the planful problem solving skill. However, in the intra-group analysis in TG, positive changes were also observed in other domains (confrontive, escape and avoidance, planful problem solving and positive reappraisal) at the end of the study (Table 6) .
Discussion
This study aimed to test if BGPP technique could improve quality of life and coping skills, as well, reduce anxiety and depression in SLE female patients attended at a tertiary public service in Brazil. The field of this study is the interface between medicine and psychoanalysis using the psychosomatic concepts and techniques as adjunctive help to patients with physical diseases. Psychotherapeutic treatment can lead patients to better coping with illness and increase the adherence to medical treatment [18] [19] [20] .
We observed significant improvement in symptoms, quality of life, anxiety, depression and in one positive coping domain. The amount and intensity of symptoms on SLE-SSC scale presented significant reduction in patients after psychoanalytic treatment, improving their quality of life and well-being. After treatment, patients handled their body and disease differently, minimizing the importance of symptoms that were felt before as severe and harmful which interfered in their daily activities. However, this improvement did not reflect in disease activity score, as SLEDAI did not have significant reduction, corroborating previous studies using similar techniques [18] [19] [20] , concluding that short-time treatment did not have enough power to modify this score.
Patients of the psychotherapy group presented positive changes in quality of life, with improvement in almost all SLEQOL domains: occupational activities, symptoms, humor, self-image and the way to face medical treatment. These results suggest a strong reduction in negative intrusiveness of the disease in treated patient's life, similar to other studies [18] [19] [20] . In CG we observed a change in only one SLEQOL domain with worsening of symptoms that likely occurred by chance.
We also found a significant decrease in depression and anxiety levels evaluated by HADS in TG, whereas CG patients did not change. This data revealed the beneficial effects of psychotherapy in their emotional balance. Treated patients began to feel less tense, worried and [19, 20] . We observed a great improvement in the ability to solve problems but, if we consider the intra-group analyses, changes in four of the eight domains in CSI revealed that psychotherapy improved other coping strategies. These strategies are very important to face daily problems, finding adequate solutions for them and getting enough self-esteem to preserve adequate quality of life. There was a change in the types of coping strategies, trending to face stressors and get emotional balance. Our results are similar to Haupt's study outcomes [19] .
At baseline and at the end of the study, the percentage of patients using medications for SLE treatment was similar in both groups and the mean of prednisone dosage used by about 55% of patients was 10.38 mg/day This medication did not vary significantly during the study. Thus, we do not believe there was a significant influence of the use of prednisone in our results.
Medications for co morbidities, including mild anxiety and depressive symptoms, were also similar between groups at baseline and along the study, reducing the possibility that medications may have contributed to the changes observed in the study. Although severe mental diseases had been excluded, we observed that about 40% of patients were taking antidepressant drugs, used for fibromyalgia or for mild anxiety and depression symptoms, which are frequently present in SLE patients [10] [11] [12] [13] . The exclusion of patients with mild psychiatric symptoms could make the study unfeasible, considering the high frequency of these symptoms in SLE patients. Furthermore, previous clinical trials also included patients with depressive and anxiety symptoms and with other mild psychological or psychiatric findings [19, 20] and also was using anxiolytic and antidepressant medications [20] .
In our study, therapeutic intervention helped patients to lead to positive results in psychological measures through the confidence and support atmosphere established in group dynamic. The therapy technique facilitated the patient's integration, increased feeling of willingness to participate and provided social pressure to encourage patients to report symptoms. So, BGPP helped patients to access deep problems and conflicts with the goal of establishing coping strategies to deal with them. During the sessions, patients elected several themes to discuss, such as anxiety and insecurity related to disease, uncertainty about the future, the possibility of death, depressive reactions about life stressors, lack of emotional control, low self-esteem, interpersonal relationship problems, sexual difficulties and reduced quality of life (due to pain and fatigue) beside personal traumatic issues. Thereby, the group functioned as a support to cope with the disease, allowing each patient to handle their anguish and fears and getting more adaptive forms to face stressors improving the quality of life.
Limitations of the study:
1) Low activity and damage scores -As the most of our patients had low SLEDAI and SLICC/ACR-DI scores, these results cannot be generalized to patients with severe disease. For patients with severe disease, it is recommended continued therapy, according to Parth et al. study [46] . 2) Additional generalizations -Because of exclusion criteria in our study, we cannot generalize the results to other populations like male gender, illiterate and patients with high education, high socioeconomic status and severe physical and mental diseases. Patients with no personal demand for psychotherapy are also beyond the scope of this study. 3) A restricted choice of coping scales -At the beginning of the study there was only one coping scale translated and validated to the Portuguese language. This questionnaire was considered too complex and long for the majority of our patients. 4) Placebo effect -We consider the possibility of the improvement obtained to be partly due to the general effect of the intervention (more visits to the outpatient clinic to perform the therapy, the special attention of the therapists and the contact with other patients) and not due to specific psychotherapeutic method. This possibility is related to an inherent feature of psychotherapy, which promotes relationships and provides special care for treated patients. In addition, we have to admit that this type of intervention only works in patients who have personal demand for psychotherapy. In our study, all patients had such a demand and were motivated to accept psychological help. In this case, we believe that psychoanalytic treatment has been able to offer reception and listening to patients' suffering; it has made possible greater self-knowledge for patients and new ways of facing problems arising from the disease.
The psychotherapy technique used in this study did not follow standard manuals because it was similarly conducted by the same therapists in all subgroups. In case of a replication study, we assumed that therapists with similar experience and training in brief group psychoanalytic psychotherapy attendance could reach similar results.
Our single-center sample was smaller than the Canadian multicenter study [18] . However, it was larger than the samples of German and Spanish single-center studies [19, 20] and reached the estimated sample size to achieve the proposed aims. Concerning age and years of disease duration, our patients had means similar to Edworthy et al. and Navarrete-Navarrete et al. studies [18, 20] , and all of them had more chronic disease than the patients of Haupt et al. study [19] . We had two drop-outs in each group of the study. The lost patients had the same demographic and clinical characteristics than the long term participants. We believe that, despite the drop-outs, the homogeneity of the groups was maintained. We used intent to treat analysis, repeating the values of the first access.
More psychoanalytic research is needed to clarify the relationship of the immune system and patient's psychological function. Believing that psychological function can be one of the factors that participate as cause and trigger of SLE flares [3, 4] , psychotherapeutic support may be useful to supplement clinical and pharmacological treatments in these patients. Psychotherapy group treatment should be offered at specialized centers to treat SLE patients because it can allow cost reduction and emotional benefits for coexistence and exchange of experiences among patients, besides higher effectiveness than individual treatment, according to a systematic review [47] .
Conclusion
In conclusion, BGPP was effective to improve quality of life, including occupational activity, treatment, humor and self-image as well as to reduce symptoms, depression and anxiety levels in SLE patients, besides lead to some positive change in coping strategies. Psychoanalytic psychotherapy can help patients to become stronger to deal with the disease and other important life events, relieving their suffering. 
